C alreticulin predominantly resides in the endoplasmic reticulum (ER), where it operates with calnexin and several other ERresident proteins as part of the quality control system that oversees production of nascent N-linked glycoproteins. 2 Like chaperones assigned in social settings to discourage premature and unwarranted interactions between individuals, calreticulin and calnexin associate transiently with biosynthetic intermediates to facilitate their proper and productive maturation, but are not part of the final product (see figure) . One of the earliest demonstrations that calreticulin was a bona fide ER chaperone for endogenous glycoproteins arose from studies of the biosynthesis of myeloperoxidase (MPO), the hemoprotein localized exclusively in the granules of neutrophils and monocytes. 3 figure) . An effective inflammatory response must culminate in restoration of tissue homeostasis, which relies on efferocytosis, the active engagement of tissue macrophages to bind, ingest, and clear spent neutrophils from the site, thereby eliminating agents that would otherwise sustain inflammation chronically. Initiation of efferocytosis reflects the balance of competing "eat me" and "don't eat me" signals from neutrophils that prevents ingestion of viable cells but promotes clearance of apoptotic cells by local macrophages. Phosphatidyl serine and other cell surface elements on apoptotic bodies bind to receptors on tissue macrophages through a complex and incompletely understood series of signaling events to drive their ingestion. Calreticulin associates with the "eat me" signal phosphatidyl serine on the cell surface of apoptotic, but not viable, cells to promote internalization. 9 Although the mechanism by which calreticulin redistributes from ER to the plasma membrane is not known, it is plausible that KDEL-deficient calreticulin, as identified by Theocharides et al, would fail to reach the cell surface, thereby depriving the apoptotic neutrophil one of the determinants that drive its removal by macrophages, and leaving the uningested cell to undergo necrosis and promote inflammation. Such a scenario occurs in the setting of cyclin-dependent kinase deficiency, whereby apoptotic smooth muscle cells lack surface calreticulin and resist efferocytosis by local macrophages. 
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In this issue of Blood, Le Gall et al show that matriptase, a member of the type II transmembrane serine protease family, is a key coordinator of tissue factor (TF)-dependent activation of protease-activated receptor-2 (PAR2) on epithelial cell lines by coagulation proteases. 
